proteins with roles in lifespan extension have attracted much attention. As such, Sir2 is a well-45 studied protein, and its orthologs have also been extensively explored in many model systems. 46
For example, over-expression of the C. elegans nuclear sirtuin SIR-2.1 was first shown to share 47
In control experiments in preparation for RNAi experiments, we noted that food source 105 had an effect on lifespan of sir-2.2 and sir-2.3 mutants. Feeding with the E. coli HT115 strain 106 used for administering RNAi had no effect on lifespan of N2 control animals but decreased the 107 lifespan of sir-2.2 and sir-2.3 mutants (Figure 2a,b,c) . The lifespan of sir-2.2(tm2673) on HT115 108 is 73% of its lifespan on OP50, or around four days shorter when fed HT115 compared to OP50 109 (Figure 2b,c) . The lifespan of sir-2.3(ok444) on HT115 is 77% of its lifespan on OP50, or around 110 three days shorter when fed HT115 compared to OP50 (Figure 2b,c) . Interestingly, the survival 111 and mean lifespan of sir-2.3(ok444) was still significantly extended compared to N2 when fed 112 HT115 whereas that of sir-2.2(tm2673) on HT115 was no different than N2 (Figure 2a,b,c (Figure 3a,b 
Pharyngeal Pumping 239
Pharyngeal pumping was measured in day one adults fed ad libitum or five minutes post six hour 240 fasting period on OP50 as described (Lemieux et al., 2015) . All worms were grown on OP50 at 241 20° C. Pumping rates were measured in ten second intervals using a Nikon SMZ1500 242 stereoscope equipped with Roper Scientific Photometrics CoolSnap EZ camera. 243
Quantitative RT-PCR 244 RNA was isolated from mixed stage worms using TRIZOL reagent (Invitrogen). 1 µg of RNA 245 was converted to cDNA using the qScript cDNA Synthesis Kit (Quanta Biosciences). cDNA was 246 Table S1 ). 
